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The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . ^ This communication is responsive to 6/18/07 . 

2. ^ The allowed claim(s) is/are 1-10 . 

3. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a) □ All b)DSome* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
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Paper No./Mail Date . 
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Application/Control Number: 10/625,559 
Art Unit: 1651 

SUPPLEMENTAL EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided by 
37 CFR 1.312. To ensure consideration of such an amendment, it MUST be submitted no 
later than the payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview 
with Anthony Zelano on 6/18/07. 

IN THE SPECIFICATION: 

Page 4, lines 9-16, was replaced with the following: 

— The problem on which this invention is based is solved by 
microbiological processes for the production of 7ot-substituted steroids as follows: 
microbiological process for the production of 7a-substituted 1 la-hydroxy steroids 
with general formula 4,B- 




4,B 

is the grouping P-Q, whereby 

P represents a Ci- to C4-alkylene, and Q represents a Cj- to C4-alkyl- or 
Ci - to C 4 -fluoroalkyl, and the grouping P-Q is bonded via P to the steroid 
skeleton, 



in which 
R 7 
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R 10 can be in a- or P-position and stands for H, CH3 or CF3, and 
R 13 is methyl or ethyl, 
in which a 7a-substituted steroid with general formula 3,A: 




3,A 

in which R 7 , R 10 and R 13 have the same meanings as indicated above, 

is hydroxylated and oxidized with use of a microorganism that is selected from the group 
that comprises Aspergillus sp., Beauveria sp., Glomerella sp., Gnomonia sp., 
Haplosporella sp. and Rhizopus sp; 

microbiological process for the production of 7a-substituted 1 la-hydroxy 
steroids with general formula 4,B: 




4,B 
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in which 

R is the grouping P-Q, whereby 

P represents a Ci- to C 4 -alkylene and Q represents a Ci- to C 4 -alkyl- or Ci- 
to C4-fluoroalkyl, and the grouping P-Q is bonded via P to the steroid 
skeleton, 

R 10 can be in a- or p-position and stands for H 5 CH3 or CF3, and 
R 13 is methyl or ethyl, 
in which a 7a-substituted steroid with general formula 3,A: 




3,A 

in which R 7 , R 10 and R 13 have the same meanings as previously indicated, 
is hydroxylated in 1 la-position in a first microbiological process step with use of a first 
microorganism that is selected from the group that comprises Aspergillus sp., Beauveria 
sp., Gibber ella sp. y Glomerella sp. y Gnomonia sp., Metarrhizium sp., Nigrospora sp., 
Rhizopus sp. and Verticillium sp., with the formation of a 7a-substituted 1 la-hydroxy 
steroid with general formula C: 
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C 

in which R 7 5 R 10 and R 13 have the same meanings as indicated above, and 

the 7a-substituted 1 la-hydroxy steroid with general formula C that is produced is 
then oxidized in a second microbiological process step with use of a second 
microorganism that is selected from the group that comprises Bacillus sp., 
Mycobacterium sp., Nocardia sp. and Pseudomonas sp., with the formation of the 7a- 
substituted steroid with general formula 4,B; 

microbiological process for the production of 7a-substituted 1 la-hydroxy 
steroids with general formula 4,B- 




4,B 



in which 

R 7 is the grouping P-Q, whereby 
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P represents a Cp to C4-alkylene and Q represents a Q- to C4-alkyl- or 
Ci- to C 4 -fluoroalkyl 5 and the grouping P-Q is bonded via P to the steroid 
skeleton, 

R 10 stands for H, CH 3 or CF 3 , and 
R 13 is methyl or ethyl, 

in which 7a-substituted steroids with general formula D: 




D 



in which R 7 , R 10 and R 13 have the same meanings as indicated above, 

are hydroxylated with use of a microorganism that is selected from the group that 

comprises Aspergillus sp., Beauveria sp., Curvularia sp., Gibberella sp., Glomerella sp., 

Gnomonia sp., Haplosporella sp., Helicostylum sp., Nigrospora sp., Rhizopus sp. and 

Syncephalastrum sp; 

7a,17a-Substituted 1 lp-halogen steroids with general formulas 8, 10, and 12: 
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8,10,12 



in which 

U-V-W-X-Y-Z stands for one of ring structures C'-C 2 -C 3 -C 4 =C 5 -C 10 , 

C'-C 2 -C 3 -C 4 -C 5 =C 10 or C'-C 2 -C 3 -C 4 -C 5 -C 10 , whereby in this case, an oxo 
group (=0) is bonded to W (=C 3 ), or for ring structure C=C 2 -C 3 =C 4 - 
C 5 =C 6 , whereby in this case radical OR 3 is bonded to W (=C 3 ), 

R 3 stands for H, Cp to C 4 -alkyl, Cp to C 4 -alkanoyl or a cyclic C 3 - to C 7 -ether 

with 

the O-atom of the OR 3 -radical, 
R 7 is the grouping P-Q, whereby 

P represents a Ci- to C4-alkylene and Q represents a Ci- to Cpalkyl- or Ci- 
to C 4 -fluoroalkyl, and grouping P-Q is bonded via P to the steroid 
skeleton, 

R 10 can be in a- or p-position and stands for H, CH 3 or CF 3j and is present only 
if 

X-Y-Z is not C 4 -C 5 =C 10 , 
R 11 is a halogen, 
R 13 is methyl or ethyl, 

R 17 stands for H, Cp to C, 8 -alkyl, alicyclic Cp to Cig-alkyl, Cp to C| 8 -al- 
kenyl, 
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alicyclic Cr to Qg-alkenyl, C\- to Ci 8 -alkinyl, d- to Cig-alkylaryl, Ci- to 
Cg-alkylenenitrile or for the grouping P-Q, whereby the grouping P-Q has 
the above-mentioned meaning, 

R ir stands for H, d- to Cig-alkyl, alicyclic C r to C I8 -alkyl 9 d- to Cig-al- 

kenyl, 

alicyclic Ci - to Cig-alkenyl, Ci- to Ci 8 -alkinyl or d- to Cig-alkylaryl, 
whereby R 17 also can be bonded via a keto group to the 170-oxy group, 
and whereby R 17 ' also in addition can be substituted with one or more 
groups NR ,8 R 19 or one or more groups SO x R 20 , whereby x = 0, 1 or 2 and 
R 18 , R 19 and R 20 in each case independently of one another can have the 
same meaning as R 17 , 

as well as their pharmaceutically compatible addition salts, esters and amides; 

process for the production of 7a,17a-substituted 1 1 P-halogen steroids as follows: 

process for the production of 7a, 1 7a-substituted 1 1 P-halogen steroids with 
general formula 10 in which U-V-W-X-Y-Z stands for the ring structure C , -C 2 -C 3 - 
C 4 =C 5 -C 10 , with the following process steps: 

- Nucleophilic substitution in a 7a-substituted 1 la-hydroxy steroid with general 
formula 4,B in 1 1 -position with a halodehydroxylating reagent; 

- Reaction of the 7a-substituted 1 1 P-halogen steroid that is produced in this case 
with an alkylating agent in a selective manner on the C 17 atom of the ring skeleton 
to form the 7a,17a-substituted 1 1 P-halogen steroid with general formula 10; 
process for the production of 7a,17a-substituted 1 ip-halogen steroids with 

general formula 12 in which 

U-V-W-X-Y-Z stands for the ring structure C 1 -C 2 -C 3 -C 4 -C 5 =C 10 , with the following 
process steps: 

- Nucleophilic substitution in a 7<x-substituted 1 la-hydroxy steroid with general 
formula 4,B in 1 1 -position with a halodehydroxylating reagent, 

- Reaction of the 7a-substituted 1 1 p-halogen steroid that is produced in this case 
with an alkylating agent in a selective manner on the C 17 atom of the ring skeleton 
to form the 7a,17a-substituted 1 1 P-halogen steroid with general formula 10, 
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- Isomerization of the 7a, Hot-substituted 1 lp-halogen steroid with general formula 
10 to form the corresponding isomer with general formula 12, in which 
U-V-W-X-Y-Z stands for the ring structure C ] -C 2 -C 3 -C 4 -C 5 =C 10 ; 

process for the production of 7a, 1 7a-substituted 1 lp-halogen steroids with 
general formula 8 in which U-V-W-X-Y-Z stands for the ring structure C=C 2 -C 3 =C 4 - 
C 5 =C 6 with the following process steps: 

- Nucleophilic substitution in a 7a-substituted 1 la-hydroxy steroid with general 
formula 4,B in 1 1 -position with a halodehydroxylating reagent, 

- Oxidizing of the 7a-substituted 1 1 P-halogen steroid that is produced in this case 
to form 7a-substituted estra-1, 3,5(1 0)-triene with general formula 6; 

- Reaction of the 7a-substituted estra-1, 3, 5(10)-triene with general formula 6 with 
an alkylating agent in a selective manner on the C 17 atom of the ring skeleton to 
form the 7a,17a-substituted 1 1 P-halogen steroid with general formula 8; 

use of the 7a, 1 7a-substituted 1 1 P-halogen steroids with general formulas 8, 10, 

and 

12 for the production of pharmaceutical agents; 

pharmaceutical preparations that contain at least one 7a,17a-substituted 1 lp- 
halogen 

steroid with general formulas 8, 10, and 12 as well as at least one pharmaceutically 
compatible vehicle; 

as well as 7a-Substituted lip-haloestra-l,3,5(10)-trienes with general formula 6: 




6 
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in which 

R 3 stands for H, Cp to C 4 -alkyl, Ci- to C 4 -alkanoyl or a cyclic C3- to C 7 -ether 
with 

the O-atom of the OR 3 -radical, 
R' is the grouping P-Q, whereby 

P represents a Ci- to C4-alkylene and Q represents a Ci - to C4-alkyl- or Cp 

to C4-fluoroalkyl 5 and the grouping P-Q is bonded via P to the steroid 

skeleton, 
R u is a halogen; 
R 13 is methyl or ethyl, 

as well as their pharmaceutically compatible addition salts, esters and amides. - 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Susan Hanley whose telephone number is 571-272-2508. 
The examiner can normally be reached on M-F 9:00-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Susan Hanley 
Patent Examiner 



Loon B. L^mfovd Jr. 
TOmaiyExahainet 



